Dr. CLIVE RIVIERE: I should like to draw attention to a point which has been hardly discussed and is in my opinion too little appreciated, namely, the relation between the small-infrequent-dose and the large-frequent-dose method of treatment. As everyone knows, the small-infrequent-dose method has been mainly practised in this country, where it was introduced by Wright; and the method of " intensive " dosage, as it may be called, is Koch's original method in a somewhat modified form, and has been employed hitherto mainly on the Continent and in America. There has been some natural antagonism between the rival schools in the past, and some tendency on the part of each to doubt the efficacy of the others' method. Indeed, it is only by practice in both methods and a careful study of the literature that a just appreciation of the facts can be obtained. If the literature is studied it is quite obvious that the two methods are successful in a quite different class of case. In Germany and wherever else the large-frequent-dose method is practised we find that phthisis is the disease for which success is claimed and but ineagre and uncertain results are obtained in localized tuberculosis. In this country, on the other hand, it is in localized tuberculosis that tuberculin treatment has hitherto found its most striking field of action, while the results in phthisis have been disappointing. Now, at last, as is obvious fromn the discussion to which we have listened, Koch's method is being reintroduced here, and phthisis is being treated with success. It is amusing to note also, that at the same time in Germany the pediatric physicians are discovering the value of a small-infrequent-dose method in the treatment of tuberculosis in childhood, when it is, as you know, in the main, of a localized nature.
Thus we find the two stages or forms of tuberculosis claim different methods of tuberculin treatment if success is to be achieved. For localized tuberculosis the same small dose repeated at long intervals indefinitely; for autotoxic tuberculosis a gradually rising dosage with the production of tolerance, so that at the end enormous doses can be injected. In the first case we have a process which may be called immunization, consisting in the main of antibody formation and mild focal reactions; in the second we have, added to immunization, tolerance. Tolerance constitutes the sole difference between the results achieved in the two cases.
It has been the fashion for those using the intensive system to smile at the solemn warning of Wright and his followers against the dangers of the prolonged negative phase and its results. It has seemed MH-29 impossible to them that doses sometimes a million times smaller than those used by themselves with impunity and advantage could have any action at all-much less a dangerous one. Needless to remark, they were wrong; the mitiute dose may be equally effective as the large and give rise to similar reaction, providing there is no tolerance to neutralize it. The question is merely one of amount of tuberculous sensitiveness on the one hand (and this varies with amount and activity of disease and other factors), and the presence or not of tolerance to tuberculin on the other hand, whether this is naturally present in autotoxic disease, or is acquired by the injection of tuberculin. Each effective dose of tuberculin is followed by a refractive period, or in other words, a production of tolerance which varies in amount and duration with the effectiveness of the dose. If a sufficient time is waited, say three weeks, in a given case, repetition of the same dose causes the same effect, and this process may be repeated almost indefinitely. This constitutes the small infrequent dose method practised in this country, and no more than the repetition of the same effective dose is needed for the cure of localized tuberculosis.
If, on the other hand, instead of waiting three weeks, we re-inject on the third or fourth day, the refractive period following the first dose has not passed off, and the effect of the second injection is diminished or absent. To nmake this second injection effective the dose must be raised, and so with tuberculin given at short intervals, the dose must be continually rising if it is to be kept effective. In this way the patient is not only subjected to the immunizing effect of each dose, but at the same time develops a constantly rising tolerance to tuberculin. In cases of autotoxic disease-and this includes nearly all cases of phthisis -this method of giving tuberculin is called for. The small doses of the English school are rendered ineffectual by the auto-tuberculin issuing from the focus of disease; in many cases they are entirely neutralized by a natural formation of tolerance. By the intensive system sensitiveness to tuberculin is gradually overcome, and when large doses are tolerated the patient is in a better position to cope with the poisons of disease, and at the same time auto-tuberculin is less likely to interfere with artificial immunization.
In conclusion, I may say that I find mnyself very fairly in accord with earlier speakers in this discussion; I would only take exception to Dr. Inman's remarks as to the instability of T.R., as my own experience of this preparation has been very different. I can well believe that P.T.O., to which perhaps Dr. Emery was referring, will rapidly lose its strength in high dilutions, but T.R. and other endoplasm preparations I should have considered peculiarly stable in this respect.
With regard to the value of tuberculin, I would remark that the value of the small-infrequent-dose method in cases of localized tuberculosis is capable of easy proof, and can hardly be doubted by those who have had real experience. The value of the intensive method, as indeed of all and any remedies in the treatment of a disease like phthisis, is far more difficult of proof. As the result of considerable opportunity in the wards of a chest hospital I have arrived at the personal conclusion that tuberculin, properly administered, is of undoubted value in phthisis; statistics I hold to be quite untrustworthy, for they are practically always vitiated by selection. The strongest evidence in favour of the intensive system of tuberculin administration is its great and increasing spread among the sanatoriums of the world now, more than twenty years after its introduction, and the belief in its value expressed by the highest authorities in those countries where it is most widely used in the treatment of phthisis.
Dr. PAUL MATHEWS (Shrewsbury): In discussing the tuberculin treatment of pulmonary tuberculosis it is obvious that the subject may be approached from many sides and viewed from many aspects. It is more profitable, however, to endeavour to compare the various methods of its employment and assess the value of its results in practice than to indulge in an academic discussion on laboratory experiments. The remarks that follow are based on the observation of some 300 cases treated by tuberculin both in sanatorium and in private practice.
The good results of tuberculin treatment are so well established that it is no longer necessary to discuss whether or not tuberculin should be employed in the treatment of pulmonary tuberculosis, but rather how it should be administered and what are its limitations. The first proposition involves both the question of which preparation to employ and also the method of employing it. The different preparations of tuberculin are so numerous that it is not possible for one observer to assess the relative merits of them all. The observations which follow are, therefore, confined to the use of the various forms of Koch's tuberculin (B.E., T.R., P.T.O., &c.).
In discussing them it is necessary to remember that the specific value of any preparation depends on its ability to excite, in the tissues, the elaboration of an antibody which is specifically antitropic to the active principle of the preparation employed. It is assumed that the
